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AB Title compds. I [W, Z = alkoxy, amino; A = H, halo, amino; Y = 

heterocycle, e.g., benzothiazole, imidazole, etc.] are prepared A 
representative procedure is provided for the preparation of 13 example compds., 
e.g., II. I are useful as antiproliferative agents. 

IT 781665-51-8P 781665-56-3P 781665-59-6P 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of heterocyclic-substituted 1, 4-dihydro-4-oxo-l, 8-naphthyridine 
analogs) 
RN 781665-51-8 CAPLUS 

CN 1,8 -Naphthyr idine - 3 - carboxamide , 1 - ( 2 -benzothiazolyl ) - 6 - f luoro -1,4 -dihydro - 
7- [ [3- (4-methyl-l-piperazinyl)propyl] amino] -4^oxo-N- [2- (1- 
pyrrolidinyl) ethyl] - (9CI) (CA INDEX NAME) 
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CN 1, 8 -Naphthyr idine -3 -carboxamide, 1- (2 -benzothiazolyl) -6-f luoro-1 , 4-dihydro- 
7- [ [2- (2 -methyl -1 -pyrrol idinyl) ethyl] amino] -4-oxo-N- [2- (1- 
pyrrol idinyl) ethyl ] - (9CI) (CA INDEX NAME) 
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CN 1, 8-Naphthyridine-3-carboxamide, 7- [ [4- (dimethylamino) butyl] amino] -6- 
fluoro-l,4-dihydro-4-oxo-N- [2- ( 1 -pyrrol idinyl) ethyl] -1- (2-thiazolyl) - 
(9CI) (CA INDEX NAME) 
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CN 1, 8-Naphthyridine-3-carboxamide, 6-f luoro-1, 4-dihydro-7- [ [2- (2-methyl-l- 
pyrrol idinyl) ethyl] amino] -4-oxo-N- [2- (1 -pyrrol idinyl) ethyl] -1- (2- 
thiazolyl)- (9CI) (CA INDEX NAME) 
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AB 7 -Substituted thiazolyloxodihydronaphthyridinecarboxylic acids and their 
hydrochloride salts such as I are prepared as antitumor agents and tested 
against murine leukemia cells in vitro and in vivo and in a variety of 
human cancer cell lines. The antitumor structure-activity relations- of 
thiazolyloxodihydronaphthyridinecarboxylic acid hydrochlorides such as the 
hydrochloride of I are evaluated. Thiazolyloxodihydronaphthyridinecarboxy 
lie acids with a 7-fluoro substituent are less active than those lacking 
it; thiazolyloxodihydronaphthyridinecarboxylic acid hydrochlorides containing 
7-aminopyrrolidine substituents are more active as antitumor agents than 
compds. containing other substituents. The presence of an amino group at the 
5-position of thiazolyloxodihydronaphthyridinecarboxylic acids does not 
increase their antitumor activity, while the presence of a chloro or a 
trif luoromethyl substituent decreases their activity significantly. 
Comparison of solubilities and antitumor activities of 

thiazolyloxodihydronaphthyridinecarboxylic acid hydrochlorides containing 
7-aminopyrrolidine substituents resulted in the testing and clin. 
evaluation of free base compound I as a potential antitumor agent; free base 
I has activity against a variety of cancer cell lines comparable or better 
than that of etoposide, doxorubicin, and cisplatin. While etoposide 
inhibits DNA cleavage by topoisomerase II but does not inhibit DNA 
relaxation, I inhibits DNA relaxation mediated by topoisomerase II but 
does not inhibit DNA cleavage, indicating a difference in the mechanism of 
antitumor activity between I and etoposide. 
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RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and antitumor activity of 7-substituted (thiazolyl) oxodihydro 
1, 8-naphthyridinecarboxylic acid hydrochlorides) 
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CN l, 8-Naphthyridine-3-carboxylic acid, l,4-dihydro-7-methoxy-6-nitro-4-oxo-l- 
(2-thiazolyl) -, ethyl ester (9CI) (CA INDEX NAME) 
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RN 685879-45-2 CAPLUS 

CN 1, 8-Naphthyridine-3-carboxylic acid, 6 -amino- 1, 4-dihydro-7-methoxy-4-oxo-l- 
(2-thiazolyl) -, ethyl ester (9CI) (CA INDEX NAME) 
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CN 1, 8-Naphthyridine-3-carboxylic acid, 6-chloro-l , 4-dihydro-7-methoxy-4-oxo- 
1- (2-thiazolyl) -, ethyl ester (9CI) (CA INDEX NAME) 
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AB Title compds., e.g. I (R = H2NCH2CH2NH, 1 -pyrrol idinyl , 

3 -hydroxy- 1 -pyrrol idinyl ) , possess moderate cytotoxic activity. 
Structure-activity relationships of title compds. were investigated by 
changing substituents at N-l and C-7 positions and the core ring structure 
itself and evaluated the synthesized compds. against several murine and 
human tumor cell lines. The 2-thiazolyl group at the N-l position of the 
naphthyridine structure is the best substituent for antitumor activity and 
regarding core ring structure, the naphthyridine derivative is the most active 
followed by pyridopyrimidine analog. At the C-7 position, 

aminopyrrolidine derivs . are more effective than other amines or thioether 
derivs. I (R = 3 -amino-4-methoxy- 1 -pyrrol idinyl , 3 -amino-3 -methyl -1- 
pyrrolidinyl, 3 -aminopyrrol idinyl) were determined to be effective in vitro and 
in vivo antitumor assays, and their activity was comparable to that of 
etoposide. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(preparation and structure-antitumor relationships of 
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RN 475468-77-0 CAPLUS 

CN l,8-Naphthyridine-3-carboxylic acid, 7- [ (2-aminoethyl ) amino] -6-f luoro-1 , 4- 
dihydro-4-oxo-l- (2-thiazolyl) -, monohydrochldride (9CI) (CA INDEX NAME) 
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RN 475469-09-1 CAPLUS 

CN 1, 8-Naphthyridine-3-carboxylic acid, 6-f luoro-1, 4 , 7 , 8-tetrahydro-4 , 7-dioxo- 
l-(2-thiazolyl) - (9CI) (CA INDEX NAME) 
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AB The title compds . (I; X = N or C-Rx # with Rx =H, halogen; Rl, R2 = H, 

halogen; R3 = H, carboxyl; R4 = oxo, OH; R5 = H, amino; R6 = substituted 
cyclic amino groups) and their physiol. acceptable salts are claimed as 
antitumor drugs. Thus, I were prepared, and their antitumor activities were 
tested in animal models. 
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RL: SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
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CN 1, 8 -Naphthyridine-3 -carboxyl ic acid, 7- [ (2-aminoethyl)amino] -1, 4-dihydro-4- 
oxo-1- (2-thiazolyl) - (9CI) (CA INDEX NAME) 
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RN 196822-05-6 CAPLUS 

CN 1,8 -Naphthyridine-3 -carboxyl ic acid, 6-f luoro-1 , 4-dihydro-7- [ (2- 

hydroxy ethyl) methyl amino] -4-oxo-l- (2-thiazolyl) - (9CI) (CA INDEX NAME) 



f=\ 




RN 196822-06-7 CAPLUS 

CN 1, 8 -Naphthyridine-3 -carboxyl ic acid, 6-fluoro-l,4-dihydro-7- [methyl [2- 

(methylamino) ethyl] amino] -4-oxo-l- (2-thiazolyl) -, monohydrochloride (9CI) 
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